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(DERI), Galway, Ireland Background: Information technology has the potential to increase the pace of

scientific progress by helping researchers in formulating, publishing and finding
information. There are numerous projects that employ ontologies and Semantic Web
technologies towards this goal. However, the number of applications that have
found widespread use among biomedical researchers is still surprisingly small. In this
paper we present the aTag (‘associative tags’) convention, which aims to drastically
lower the entry barriers to the biomedical Semantic Web. aTags are short snippets of
HTML+RDFa with embedded RDF/OWL based on the Semantically Interlinked Online
Communities (SIOC) vocabulary and domain ontologies and taxonomies, such as the
Open Biomedical Ontologies and DBpedia. The structure of aTags is very simple: a
short piece of human-readable text that is ‘tagged’ with relevant ontological entities.
This paper describes our efforts for seeding the creation of a viable ecosystem of
datasets, tools and services around aTags.

Results: Numerous biomedical datasets in aTag format and systems for the creation
of aTags have been set-up and are described in this paper. Prototypes of some of
these systems are accessible at http://hcls.deri.org/atag

Conclusions: The aTags convention enables the rapid development of diverse,
integrated datasets and semantically interoperable applications. More work needs to
be done to study the practicability of this approach in different use-case scenarios,
and to encourage uptake of the convention by other groups.

Background
A common challenge faced by biomedical researchers and clinicians is to quickly get
an overview of publications and database entries for a certain biomedical topic, and to
identify relevant, valid facts, research trends and contradictory findings from diverse
sets of information sources. From here on, we will refer to this process as “key asser-
tion integration”.

Novel information technologies might enable researchers to conduct these tasks in a
more efficient and reliable manner. For example, Semantic Web technologies and
ontologies hold the promise to enable the creation of smarter software systems that

- © 2010 Samwald and Stenzhorn; licensee BioMed Central Ltd. This is an open access article distributed under the terms of the Creative
( B.oMed Central Commons Attribution License (http/creativecommons.org/licenses/by/2.0), which permits unrestricted use, distribution, and
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facilitate key assertion integration through better structuring of information, shared
standards, clear semantics and global interlinking of data. These technologies have
undergone remarkable progress in recent years. For instance, the Open Biomedical
Ontologies (OBO) Foundry [1] and the BioPortal offered by the National Center for
Biomedical Ontology (NCBO) [2] make a vast array of biomedical ontologies of great
detail and high quality available to the public. Large, integrated biomedical knowledge
bases have been created using the Resource Description Framework (RDF) and the
Web Ontology Language (OWL), such as the Neurocommons Knowledge Base [3,4] or
the knowledge base [5] of the World Wide Web Consortium (W3C) Health Care and
Life Science Interest Group (HCLSIG) [6]. The Linked Data community [7] created a
global network of RDF/OWL resources that consists of billions of statements, with
each resource being available for fine-grained access based on established web
standards.

However, there is still a widely recognized lack of applications that empower end-
users to access, add and link to this structured, ontology-based information on the
web. While many current biomedical RDF/OWL resources offer a wealth of valuable
information, their structures are often highly complex and heterogeneous. Even though
diverse datasets are interlinked and similarly formalized through RDF/OWL, the com-
plexity and stylistic differences between them make it hard for developers to create
applications that are both user-friendly and flexible enough to work with them without
extensive customization [8].

In this paper we introduce a convention for using existing Semantic Web standards,
vocabularies and ontologies in a way that is decidedly less complex and easier to
implement in diverse software applications. We call this convention aTag (‘associative
tag’).

The hypothesis that drives the aTag developments is that semi-structured data can
be sufficient to tackle many realistic biomedical use-cases, and that simpler data struc-
tures are easier to integrate, understand and use than more complex ones. This
hypothesis is inspired by experiences we made with creating, integrating and using
large-scale ontology-based information repositories in recent years. In the case of
aTags, a set of ontological entities is used to describe biomedical statements without
capturing the actual relationships (RDF properties) between those entities.

In this paper we describe our efforts to implement this convention in a variety of
web applications and try to demonstrate that this simpler approach can nonetheless be
used to tackle realistic problems associated with the task of key assertion integration.
A prototype of the software described here is accessible at http://hcls.deri.org/atag

The aTag project is carried out in cooperation with the BioRDF task force [9] of the
aforementioned HCLSIG and in cooperation with the “Hypotheses, Evidence & Rela-
tionships” (HypER) group [10,11].

Results and discussion

The anatomy of an aTag

aTags are normally serialized as short snippets of HTML inside a web page. They con-
tain embedded RDF/OWL statements, based on the new RDFa standard [12]. RDFa
makes it possible to embed simple RDF/OWL statements or even entire ontologies
within HTML documents, re-using existing HTML elements where possible. Thus
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human-readable and machine-readable information can be unified in a single docu-
ment, making it easy to re-use and extend existing systems, such as web-based data-
base front ends and content management systems. Figure 1 exemplifies how aTags
embedded on a web page look like.

aTags do not depend on any new vocabularies but are based on reusing the popular
SIOC vocabulary [13] combined with entities from established ontologies and taxo-
nomies, such as OBO ontologies or DBpedia [14,15]. These entities are used to anno-
tate short snippets of text containing assertions.

The HTML code of the aTag highlighted in Figure 1 is shown in Figure 2 (slightly
simplified to improve readability).

Besides RDFa, aTags can also be encoded with other standard RDF serialisations
such as RDF/XML or Turtle [16], although RDFa is recommended to facilitate accessi-
bility through common web browsers. The RDF statements contained in the snippet of
HTML from Figure 2 are shown in Figure 3 and Figure 4.

The number of ontological entities that can be used to ‘tag’ a specific aTag is not
limited in any way. While the three tags used for the exemplary aTag shown above
resemble a typical subject-predicate-object triple, the number of tags can also be smal-
ler or larger, and the tags do not need to follow a subject-predicate-object pattern.
This makes it possible to represent even complex statements without creating convo-
luted RDF graphs. For example, a statement such as “Protein A interacts with protein
B in tissue C at time D” could be represented as an aTag that is tagged with five enti-
ties: ‘Protein A’, ‘molecular interaction’, ‘protein B’, ‘tissue C’, ‘time D’. Albeit not all
relationships between the entities are explicitly encoded, a wide variety of queries
could be answered with a dataset that is made up of aTags following this pattern. In
comparison, trying to fully represent the statement above with explicit RDF triples
(e.g., using the Basic Formal Ontology (BFO) [17] and the Relation Ontology [18])

Some aTags about neuropharmacology etc.

Below | have collected some interesting statements from research papers | recently stumbled upon. They are
encoded as aTags.

)

| "Huperzine A acts as a non-competitive antagonist of the NMDA receptors” aTags: Huperzine A receptor
antagonist activity NMDA receptor (Source) |

| “some effects of CDP-choline could be mediated by changes in brain platelet-activating factor (PAF) levels”
aTags: Citicoline Platelet-activating factor (Source) |

| “Changes in brain striatum dopamine and acetylcholine receptors induced by chronic CDP-choline treatment
of aging mice” aTags: Striatum Dopamine receptor Acetylcholine receptor Citicoline (Source) |

| “changes in ERK phosphorylation in hippocampus and PFC were regulated by GABAA receptor in a learning
and memory paradigm under acute restraint stress conditions” aTags: MAPK/ERK pathway Hippocampus Stress
(Source)|

| “our data suggest actions of memantine beyond NMDA receptor antagonism, including stimulating effects on
cholinergic signalling via muscarinic receptors” aTags: Memantine Muscarinic acetylcholine receptor (Source)|

Written by admin Posted in Uncategorized
March 18th, 2009 at 8:32 pm

Figure 1 aTags embedded on the HTML page of a personal blog, viewed in a normal web browser. An

exemplary aTag is highlighted in this figure, its source code and embedded RDF/OWL statements are detailed
in this paper.

A
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<span typeof="sioc:Item" about="#example atag 1">

<span property="sioc:content">
Huperzine A acts as a non-competitive antagonist of the NMDA
receptors

</span>

<span>aTags:

<a rel="sioc:topic"
href="http://dbpedia.org/resource/Huperzine A">Huperzine A</a>

<a rel="sioc:topic"
href="http://purl.org/obo/owl/GO#GO_0048019">receptor antagonist
activity</a>

<a rel="sioc:topic"

href="http://dbpedia.org/resource/NMDA receptor">NMDA receptor</a>

</span>
(<a rel="rdfs:seeAlso" href="http://www.ncbi.nlm.nih.gov/pubmed/11516831"
>Source</a>)

</span>

Figure 2 Representation of an exemplary aTag in HTML syntax. The exact formatting and style of the aTag
can be varied.

<http://example.org/atags.html#fexample atag 1> a sioc:Item ;
sioc:content "Huperzine A acts as a non-competitive antagonist of the
NMDA receptors"(@en ;
sioc:topic <http://dbpedia.org/resource/Huperzine A> ,
<http://purl.org/obo/owl/GO#GO_0048019> ,
<http://dbpedia.org/resource/NMDA_ receptor> ;
rdfs:seeAlso <http://www.ncbi.nlm.nih.gov/pubmed/11516831>

Figure 3 Representation of an exemplary aTag in Turtle syntax.

pubmed:
1151683

........... Isa...p g9o:
GO_0030353

4
[~]
2
b dbpedia:
8 Alkaloids
(7]
-
B

atag:
example_2

_ sioc:content

,/"/“Huperzine Aactsas . " "Excessive .
a non-competitive 7 activation of NMDA
i 1 i
antagonist of the \ rec_eptor_s causes /

“._NMDA receptors"@en -~ “._excitotoxicity" @en_~

Figure 4 Representation of an exemplary aTag in Turtle syntax. A neighbouring aTag and parts of the entity

hierarchy of DBpedia and the Gene Ontology are displayed as well, demonstrating the interconnectedness of
aTags through shared identifiers.

.

would result in an RDF graph that would be quite complex and significantly more dif-
ficult to query.

Obviously, this type of representation cannot capture all the details of complex asser-
tions. For example, a small interaction network containing more than two proteins that

interact in more than one manner cannot be represented as an aTag without



Samwald and Stenzhorn Journal of Biomedical Semantics 2010, 1(Suppl 1):S5 Page 5 of 12
http://www.jbiomedsem.com/content/1/51/S5

information loss. Such limitations to expressivity are consciously accepted, based on
the rationale that in many scenarios the gain in utility by keeping things simple out-
weighs the loss in utility by limited expressivity.

Tools for creating aTags

Anybody with access to the web can quickly create aTags by adding the aTag book-
marklet to his or her web browser. (The bookmarklet is a bookmark with embedded
Javascript that calls the aTag generator.) A user can navigate to any web page — s such
as an abstract of an article on PubMed —, highlight a relevant statement in the text,
and click on the bookmarklet. The aTag generator then captures the highlighted state-
ment and allows the user to add and refine semantic ‘tags’ (entities from DBpedia and
OBO), as exemplified in Figure 5. These tags capture the key entities mentioned in the
statement in a machine-readable format, interlinking it with existing ontologies and
Linked Data [7] resources. aTags generated by the bookmarklet are collected in the
central “aTag Pastebin’, but can also be copied over to other locations such as personal
websites or blogs. It is also easily possible to configure the aTag bookmarklet to feed
its output directly fed into third-party systems, such as content management systems
and databases.

The RDFa embedded within the HTML is also carried along when parts of web
documents are copied and pasted to other locations, making it possible to re-arrange
and merge datasets with the ease of re-arranging free text in a What-You-See-is-What-
You-Get (WYSWYGQG) editor.

N
@ T
Datel Bearbelten Ansicht  Chronk  Lesezeichen Extras | (@ New aTag - Mozilla Firefox 2&
@ = Mle] tar (2 hetpefpommw.ncbi.nim.rif | B | hetps/jhcls.deri org/atag-devjadd_atag.php?url=httpe3A%2F%2F . ncbi.nim.rih.gov2Fpubmed%s2F11
|| ROFa Highlight | ] post ta Faw Page title "Huperzme A, a nootropic alkaloid, mhibits N-meth...
- \ [Neuroscience. 2001] - PubMed Result” ~
Pub € URL "http://www.ncbinlm mih. gov/pubmed/11516831 2ordmalpos=7&
w ttool=EntrezSystem?2. PEntrez Pubmed.Pubmed ResultsPanel Pubmed DefaultRe¢
PubMed Nucleotide [| [huperzine & acts as a non-competitive antagonist of the NMDA
Tl receptors,

| Limits | Preview/ndex | History | Cliphoard |

Add tags

Display | AbstractPlus ~| ghow 20 —

. i Huperzine & *  Non-competitive inhibition » ndd |

| All:1 | Review: 0 % Generate aTan L
. NMDA |

[ 1: Neuroscience, 2001;105(3):663-9, NMDA antagonist

NMDA hlocker

Huperzine A, a nootropic alkaleid, inhibits N-methy

- - 4 Create new tag: "nmda”
dissociated hippocampal neurons.

NMDA channel

Zhang IM, Hu GY,

State Key Laboratory of Drug Research, Shanghai Instit
for Bm\u;mal Sc\encls, Chmgse Acaderny of ngem:es, E NMDA receptor antagonist
e, NMDA recaptor antagonists
Huperzine &, a nootropic alkaleid isolated from a C
ane of the most promising agents to treat Alzheim
found to inhibit the N-methy|-D-aspartate (MMDA) 1
addition to causing an inhibitory effect on acetylchs
mechanisms underlying NMDA receptor inhibition w -—
voltage-clamp recording in CA1 pyramidal neurons
hippocampus. Huperzine & reversibly inhibited the
microi, Hill coefficient=0.92), whereas it had no eff
amino-3-hydroxy-5-methyl-4-isoxazole propionate
naon-competitive, and showed neither ‘voltage-dep:
1C(50) values of huperzine A were neither altered B Fertig #° zotero
glycine (2-0.2 microM) and pH (7.4-6.7) in the exteriar somuonm, 10T OF Suaitonm or 21 e+, - —
(5 microM) and dithiothreital (5 mM) to the external solution. However, addition of Huperzine 4, a naotropic alkalold, inhibits
o ! =it e prarathel-s o 4 M-methyl-D-aspartate-induced currentin rat di...
huperzine A concentration-response curve From these we suggest that hupgerzing A acks
85 a non-competitive antagonist of the NMDA receptors, via a competitive interaction
sl " I raeet

NMDA receptor blocker

APV (NMDAR antagonist)

ﬁ Long-term potentiation in hippocampus of rats is
enhanced by endogenous acetylcholing in a

s £ el

o B
antagonist activity of huperzine 4 ta the treatment of Alzheimer's disease is discussed,

Q huperzing nmda (13)

Figure 5 Creating an aTag out of a PubMed abstract inside the web browser, using the aTag bookmarklet.
The simple statement “Huperzine A acts as a non-competitive antagonist of the NMDA receptor” is captured by
tagging with the DBpedia entity ‘Huperzine A, the OBO Gene Ontology entity receptor antagonist activity’ and
the DBpedia entity 'NMDA receptor.
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Data available in aTag format

To date, several biomedical datasets based on aTags are available (see Table 1). The
data sources are also collected on a web page that can be found at [19]. All data
sources listed here have also been integrated into the Health Care and Life Science
Knowledge Base [5] and can be queried through a SPARQL endpoint.

Several hundreds of thousands of aTags have been extracted from conclusion sec-
tions of PubMed abstracts. The SIDER dataset contains aTags that were generated out
of a structured database, SIDER [20], describing associations between drugs and side-
effects that were reported for these drugs. aTags have also been derived from the Psy-
choactive Drugs Screening Programme (PDSP) Ki Database, which contains quantita-
tive data about ligand-receptor interactions [21], primarily of psychoactive substances.

aTags can be automatically generated out of unstructured text on-the-fly by using
the Science Commons Text annotation service [22]. In its current form, this service
accepts a PubMed query or a PubMed ID, and returns the resulting PubMed abstracts
as HTML where each sentence is annotated with an aTag (Figure 6). Entities in each
sentence are recognized by calling the external Whatizit web service [23,24] offered by
the European Bioinformatics Institute, linking the resulting aTags to the Gene Ontol-
ogy, ChEBI, some smaller OBO ontologies, Uniprot and the NCBI Taxonomy. Func-
tionality to submit free text to the web service is in preparation.

Finding and Querying aTags

Documents containing aTags can be found with Semantic Web search engines such as
Sindice [25,26]. Collections of aTags that are located on a single web page can be easily
made accessible for generic faceted browsing with SIMILE Exhibit [27]. Since aTags
distributed over the web use shared identifiers, aTags at different locations are inter-
linked with each other, as well as with expressive domain ontologies and Linked Data
resources. This makes it possible to search, explore and query aTags in a very sophisti-
cated manner. This is exemplified by Visinav [28] (Figure 7), which crawls interlinked
RDF/OWL on the web and allows for faceted searching over the aggregated data from
these distributed resources.

Table 1 Currently available data sources in aTag format.

Data source Description Source of entities used for tagging
SIDER Drug side-effect data. Size: 100,000 RDF DBpedia, ChEBI

statements.
PDSP Ki Database  Receptor-ligand interactions quantified by Ki Senselab, ChEBI

value, emphasis on data about psychoactive

substances.
PubMed Conclusion sections extracted from PubMed SKOS version of Medical Subject
Conclusion sections abstracts, annotated with Medical Subject Headings (MeSH)

Headings. Size: 1,8 million RDF statements.
Science Commons ~ Webservice that annotates sentences in PubMed — Gene Ontology, ChEBI, some smaller

Text Annotation abstracts with aTags OBO ontologies, Uniprot and NCBI
Service Taxonomy
aTag Pastebin User-generated content, mostly curated from DBpedia

scientific texts on the web, created with the aTag
bookmarklet. Contains curated statements in
diverse domains such as pharmacology and
neuroscience.

ChEBI: Chemical Entities of Biological Interest. MeSH: Medical Subjct Headings. PDSP: Psychoactive Drug Screening
Programme. SKOS: Simple Knowledge Organisation System.
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@Wﬁaﬁzif 1'Science Commons RDFa (prototype) - Mozilla Firefox ML_EIJ

Datei Bearbeiten Ansicht  Chronik  Lesezeichen  Extras  Hife

G - @ 0 o [ ] hprismhatisit.neurocommens.orgfindes,pyfpmidpipeline=whatizt EBMedDisease Chemicalséaque 77 - | |[G

science

commons

Science Commons text annotation service |  highlight RDFfOWL {experimental) | Documentation

Science Commons text mining results

powered by EBT Whatizit

Mote: The <aZ signs contain annotations in aTag format (embedded RDFa). You can copy & paste these annotations to other
RDFa-enabled applications.

pmid: 11263250 [HTML] [xML]

1W Ye, ¥ Z Shang, Z M Wang, ¥ C Tang

Acta pharmacologica Sinica

lan 2000

Huperzine A ameliorates the impaired memory of aged rat in the Morris water maze
performance <

AIM: To determine the memory -improving properties of huperzine A in aged rats with memory impairments naturally occurring or
induced by scopolamine <2, METHODS: Morris water maze was used to investigate the effects of huperzine & on the acquisition and
memory impairments <a=. RESULTS: During 7- day acguisition trials, aged rats took longer latency to find the platform. Huperzine &
(0.1-0.2 mg/ka, 5.c.) could significantly reduce the Iatency. In the probe trials on the eighth day, huperzine & (0.1, 0.2 and 0.4 mafka,
=.c.) significantly increased the time in the guadrant where plateform had disappeared in aged rats <2, In the acute experiment,
scopolamine (0.1 mo/fkg, i.p.) significantly impaired spatial memory in the trained aged rats <a=, Huperzine & (0.4 mg/kg, 5.c.)
significantly reversed the memory deficits induced by scopalamine <z>. CONCLUSION: Huperzing & ameliorates the impaired memaory
naturally occurring or induced by scopolamine in aged rats <az.

Fertig zZotero

Figure 6 The Science Commons Text Annotation service can automatically generate aTags out of sentences in
PubMed abstracts.

& VisiNav - Visual Data Navigation - Mozilla Firefox (M= %)

Dakei EBearbeiten Ansicht Chronik  Lesezeichen Extras  Hilfe

@ = € 0 o [ [ | hetpespvisinav. derl.org/atags/list?auery=<https 3A%2F Y 2Fumn. w3 orgt2F 1999%2F02% 2 22-rcf-synka- 77 - |

a-|=

iz | . Search | —

Detail List Table previous next Results 1 - 10 of 20

ip_address 45c0fd66ad0as
content http://hels derl org/atag-data/pastebin, html #49:0fdé6adias @
rank Item
- Memantine s a low-affinity voltage-dependent uncompetitive antagonist at glutamatergic
Ee Al NMDA receptors
seehlso
subject
topic 49c13967edeeb
navigate link — http/fhels derl orgfatag-data/pastebin.html #49¢] 3967edeetbhd
+ Item
Eiglo-plasmic ret. . changes in ERK phosphorylation in hippocampus and PFC were regulated by GABAA receptor
Alopocamous o in a learmning and memory paradigm under acute restraint stress conditions
antl-inflammato
A dant 49c2293e7d52f
Benzodiazepine http: /fhels deri.org/atag-datafpastebin. html #49c2293e7d52f @
Mz i w| Item

The ionotropic GABAA receptor protein complex is also the molecular target of the
benzodiazepine (BZ) class of tranquilizer drugs

x|

Fertig 4" | zotero

Figure 7 Faceted browsing of aggregated data from aTags, DBpedia and OBO ontologies on the web, crawled
and visualized by Visinav.

A dedicated, user-friendly interface for convenient faceted browsing of aTags found

on the web is the aTag Explorer (Figure 8). It is accessible through a web interface at
[29] (currently supporting all browsers except Internet Explorer). The aTag Explorer
allows users to navigate aTags through text search, narrowing and expanding result

sets based on taxonomies/ontologies, and moving between entities that are connected

by key assertions.

Page 7 of 12
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<a§ag Explorer

<< = > >> displaying 1t0 3 of 3

Gurrent Selection

remave =l Varenicline was more efficacious than bupropion SR or placebo. Yarenicline's
{x) all_text_1ivarenizline efficacy versus placebo was not influenced by factors predictive of abstinence.
() broader_label:Tobaceo Use Cesszation Adolescant Smoking Follaw-Up Studies Aged Humans Adult Middle

Aged Quinoxalines Benzazepines Double-Blind Method Antidepressive Agents, Second-

Search Generation Bupropion Srmoking Cessation

The economic benefit of varenicline is improved over bupropion, despite the
increased initial cost of varenicline.

Program Evaluation Humans Absenteeisrn Time Factors Cost-Benefit

Tags
9 Anslysis Quinozalines Benzszepines Cost Savings Maintenance Heslth Benefit Plans,
Benzazepinas (3) [a] Employee Receptors, Micotinic Decision Trees Bupropion Smoking Cessation Employer Health
Ve 09 Costs Hicotinic Aganists

Quinosalines (3} Varenicline significantly reduces craving and the rewarding effects of smoking

Smoking Cessation (9] after the target quit date to a greater extent than bupropion, which may
Adolezcent (8) contribute to varenicline's greater efficacy for smoking cessation. Varenicline's
Adult (2) lack of effect in reducing insomnia, restlessness and increased appetite in this
Buprapicn (5] analysis suggests that receptors other than the alpha4-beta2 nicotinic
- acetylcholine receptor subtype may be implicated in these withdrawal symptoms.
Middle Agad (8)
i Adolescent Follow-Up Studies Aged Nicotine Motivation Humans Adult Middle
Aged Delayed-Action Preparstions Substance Withdrawal
Double-Blind Methad (5) I

Syndrome Affect Quinoxalines Benzazepines Double-Blind Method Randamized Controllad
Trials as Topic Multicenter Studies as Topic Dopamine Uptake Inhibitors Tobacco Use
Broader tags ® - e ¢ ; i g <
Disorder Bupropion Smoking Cessation Clinical Trials, Phase IIT as Topic Nicotinic Agonists
Heteracydlic Commpounds, 2-Ring [(2) i) - . . . N
(& Open-label varenicline augmentation was associated with significant

[P s El k L 1 5 ! .
4 improvement in mood in a small sample of outpatient smokers with persistent

Figure 8 Navigating through key assertions from various data sources with the aTag Explorer web interface.
Here, a user did a text search for the drug ‘varenicline, then restricted results to those statements that deal
with Tobacco Use Cessation’ by selecting a facet value. The tags / facet values for each statement are terms
from terminologies / ontologies such as MeSH and DBpedia. The ‘Broader tags’ for each statement are inferred
by the system from these terminologies / ontologies. This makes it possible to identify links between statements
that are not explicitly contained in the source literature and datasets.

Preliminary results of using the aTag Explorer to answer realistic biomedical pro-
blems are encouraging, giving results of satisfying accuracy and coverage, even though
the underlying datasets and text corpora are still very limited. The combination of
aTags enriched with the background information drawn from taxonomy and ontology
hierarchies makes it possible to search for scientific statements combining keyword
search and exploratory search in an intuitive manner. To illustrate a typical search pro-
cess with the aTag explorer, we can imagine a pharmaceutical researcher that wants to
get a quick overview of products from the company Pfizer, including their types,
mechanisms of action and side effects, and draw comparisons to drugs from competing
pharmaceutical companies:

« The user types “Pfizer” into the search text field an hits enter (normal keyword
search).

+ The search results are more diverse than expected, including persons and institu-
tions. The user selects ‘drug’ in the ‘broader tags’ facet to narrow down the result
set (exploratory search).

« The result set is updated and shows several drugs developed or manufactured by
Pfizer. The ‘tags’ facet now contains a list of names of these drugs, while the
‘broader tags’ facet contains a list of drug classes drawn from the underlying taxo-
nomies / ontologies (e.g., out of the drugs in the current result set, two are antibio-
tics, one is a statin, et cetera). In scenarios like this one, these lists of facet values
do not only serve the purpose of narrowing down search results, but can provide

valuable information in themselves.

Page 8 of 12
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+ Now, the users wants to retrieve more detailed information about a particular
drug in the result set, Celecoxib, by clicking on the tag. All information in the
knowledge base about Celecoxib is shown, including several reported side-effects
for this medication. Celecoxib is classified as a ‘pyrazole’ in the ‘broader tags’ facet.

By applying the procedures of keyword search, inspecting ‘tags’ and ‘broader tags’,
narrowing down on tags, shifting the focus by selecting related entities, and un-focus-
ing the search by removing selected facet values, the researcher can now obtain infor-
mation pyrazole drugs manufactured by other companies, and compare their side
effects and indications.

Besides these general-purpose aTag search interfaces, there are also more specialized
solutions under preparation. For example, Jun Zhao from the University of Oxford cre-

ated a search interface for aTags specialized to herbal medicines [30].

Related work

The SWAN Scientific Discourse Ontology [31,32] is currently applied in several biome-
dical projects. Its representation of scientific assertions resembles the aTag convention,
but it also contains additional vocabulary, e.g., for the representation of agreement and
disagreement between statements. SWAN has recently been mapped to SIOC as part
of the work of the W3C Health Care and Life Science Interest group. We plan to
make the developments around aTags compatible with SWAN and try to further inter-
link both efforts.

The aTags extracted from PubMed conclusion sections can be compared to a variety
of sentence-based, whole-abstract search systems include I-HOP [33], Wikigenes [34]
and MedEvi [35]. While these systems provide far better coverage, the search results
contain a lot of unwanted noise produced by statements derived from introduction,
methods and results sections of abstracts, producing results that are often not very
relevant, unintelligible outside of the context of the entire text, or very redundant (e.g.,
introduction sections of abstracts often re-iterate the same fact again and again). In
comparison, the statements derived by extracting conclusion sections seem to contain
far less noise and might provide much better user satisfaction, even though coverage is
drastically lower. Further research is needed to characterize these differences in a more

objective and quantifiable manner.

Conclusions

First experiences with creating interlinked datasets and interoperable applications
based on the aTag convention were very positive. We are currently pursuing several
threads of development, among them are:

« Converting additional data from existing structured, biomedical databases into
aTags.

+ Adding a ‘tag recommender’ function to the aTag generator by integrating the
Open Biomedical Annotator web service [36] of NCBO.

« Creating a mapping between OBO ontologies and DBpedia.

A long-term goal of this work is to drive the integration of aTags or similar RDFa-based
means for key assertion integration into the scientific publication process. First advances
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towards the establishment of ‘structured digital abstracts’ as part of biomedical publi-
cations have already been undertaken, as exemplified by the FEBS Letters experiment
[37]. In this experiment, authors submitting papers to the molecular biology journal
FEBS Letters were called on to submit a structured digital abstract alongside their
manuscript, detailing molecular interactions reported in the paper in a machine-read-
able way. While this and other existing initiatives are important steps forward, they
are still lacking interfaces that are easy to use for authors (leading to low compliance
by users) and fail to use interlinked, standards-based and semantically rich formats
(not realizing the full potential of the structured information). The use of simple,
RDFa-based representation formats as outlined in this paper could help to drive the
establishment of structured digital abstracts.

Readers that are interested in creating or consuming aTags to solve problems in their

particular domains are encouraged to contact the authors of this paper.

Methods
Technical details about the tools and datasets are described below.

The aTags generator is based on an Ajax interface and server-side PHP code. Apache
Solr [38] (which is based on Apache Lucene [39]) is used for the autocompletion of
entity tags. Solr/Lucene allows for optimizing the relevance of suggested tags by elabo-
rate ranking based on contextual cues and ontological structures.

Generation of aTags from existing structured databases
aTags were created from existing structured databases through PHP scripts that pro-
cessed dumps of the original databases.

Science Commons text annotation service

The Science Commons text annotation service is a RESTful web service written in
Python. When invoked, it submits input to the Whatizit SOAP web service hosted at
the European Bioinformatics institute. The XML result retrieved from the Whatizit
service is parsed, ontology identifiers are mapped to URIs of the RDF/OWL versions
of the respective ontologies, and a HTML+RDFa page is generated.

Generation of aTags from PubMed conclusion sections

In a sizeable fraction of PubMed abstracts, the narrative of the abstract is clearly deli-
neated by explicit section headers (‘INTRODUCTION:’, ‘METHODS:’, ‘RESULTS?’,
‘CONCLUSIONS:’). A search in PubMed reveals that ~ 1,7 million abstracts contain
the words ‘conclusion’ or ‘conclusions’ (out of a total of ~ 19 million citations indexed
in PubMed). Most of these abstracts really do contain a clearly delineated conclusion
section. This means that a huge corpus of biomedical abstracts with explicit conclusion
sections exists, covering a broad area of knowledge domains.

aTags were generated from PubMed conclusion section by creating a PHP script that
accomplished the following tasks:

1) Retrieve PubMed abstracts containing conclusion sections for a certain query. The
script could process all ~1,7 million abstracts with explicit conclusion sections, but for
this trial, a more restrictive query was chosen that retrieves abstracts about emotion
and cognition:
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("conclusion" [Title/Abstract] OR “conclusions" [Title/
Abstract]) AND (antidepressant OR “Emotions" [Mesh] OR “Beha-
vioral Symptoms" [Mesh] OR “Mood Disorders" [Mesh])

This yields 58.000 results. Note that removing the constraint for ‘conclusion’ or ‘con-
clusions’ in this query would increase the number of results to 430.000, which means
that roughly 1/7th of the abstracts for this topic contain an explicit conclusion
sections.

2) Abbreviations that are locally defined in each abstract are expanded to their long
forms using the Schwartz & Hearst algorithm [40]. In most abstracts, abbreviations are
introduced in the introduction section, e.g.:

» INTRODUCTION: Seasonal affective disorder (SAD) is common in ...

while the conclusion sections contain lots of these abbreviated forms that tend to be
unintelligible when only the conclusion sections are viewed in isolation, e.g.:

» CONCLUSIONS: This study shows that SAD is effectively treated with ...

The script recognizes local abbreviations and expands them, making the conclusion
sections better intelligible. E.g., after processing the conclusion now reads

“CONCLUSIONS: This study shows that Seasonal affective disorder is effectively
treated with ...“

3) The conclusion sections are then extracted and turned into aTags serialized in
Turtle format. For this trial, each aTag was annotated with the MeSH terms associated
with the article. In future work, this could be enhanced or replaced with annotations
created by automated entity recognition (e.g., BioPortal webservice or EBI Whatizit) or

manual curation.
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